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LI ANSWER 55 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 125:104145 CA 

TI New model of oropharyngeal and gastrointestinal colonization by Candida 

albicans in CD4+ T-cell-def icient mice for evaluation of antifungal agents 

AU Flattery, Amy M. ; Abruzzo, George K. ; Gill, Charles J.; Smith, Jeffrey G. ; 
Bartizal, Ken 

CS Antibiotic Discovery and Development, Merck Research laboratories, Rahway, 

NJ, 07065-0900, USA * 
SO Antimicrobial Agents and Chemotherapy (1996), 40(7), 1604-1609 

CODEN: AMACCQ; ISSN: 0066-4804 
PB American Society for Microbiology 
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LA English 



=> d 11 1-55 an ab 

LI ANSWER 1 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 147:462234 CA 

AB The invention discloses methods using antimicrobial compds . for preventing 
or reducing the risk of infection due to surgical or invasive medical 
procedures . 

LI ANSWER 2 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 147:53098 CA 

AB Antibacterial 4 , 5 -substituted aminoglycoside analogs I, wherein 

Ql is azido, OH, protected OH, (un) substituted amino, or heterocyclic ring 
systems; Q2 is an (un) substituted amino group; Q3 and Q4 are independently 
OH, protected hydroxyl, or an (un) substituted alkyl group; Q5 is H, halo, 
cyano, azido, ether, (un) substituted amino, protected amino, or a 



heterocyclic ring system; Zl and Z2 are independently H, hydroxyl or a 
protected hydroxyl group; Z3 is an O-linked aminoglycosides with 
(un) protected amino or hydroxyl substituents are prepared as prophylactic or 
therapeutics against microbial infection. Thus, II was prepared in 80% 
yield and shown to prevent lethal bacterial infections in mice (0.5 mg/kg 
resulted in no dead mice at 10% mucin) . Further, I can be successfully 
employed as therapeutic prodrugs in the treatment of bacterial infection 
from sources such as S. pyogenes, E. coli, S. aureus, E. faecalis, K. 
pneumoniae and P. vulgaris. 

LI ANSWER 3 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 144:488901 CA 

AB Macrolone erythromycin ketolide derivs. I, wherein A is a bivalent radical 
CO, amino-alkylidene, alkylidene -amino, imine; A and R4 taken together 
with the intervening atoms form a cyclic group, sugar residue; Rl is a 
sugar residue; R2 is H, hydroxyl group; R3 is H, alkyl, alkenyl; R4 is OH, 
alkenyl-oxy; R5 is OH; R5 and R5 taken together with the intervening atoms 
form a cyclic group; R6 is H, F; were prepared and used in therapy as 
antibacterial agents. Thus, macrolide II was prepared' and tested as 
antibacterial agent. The compds . in the above examples gave min. 
inhibitory concns . (MICs) less than 1 \xg per mL against 

erythromycin-sensitive and erythromycin- resistant strains of Streptococcus 
pneumoniae and Streptococcus pyogenes . 

LI ANSWER 4 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 144:468396 CA 

AB Macrolone erythromycin ketolide derivs. I, wherein A is a bivalent radical 
CO, amino-alkylidene, alkylidene-amino, imine; A and R4 taken together 
with the intervening atoms form a cyclic group, sugar residue; Rl is a 
sugar residue; R2 is H, hydroxyl group; R3 is H, alkyl, alkenyl; R4 is OH, 
alkenyl-oxy; R5 is OH; R5 and R5 taken together with the intervening atoms 
form a cyclic group; R6 is H, F; were prepared and used in therapy as 
antibacterial agents. Thus, macrolide II was prepared and tested as 
antibacterial agent. The compds. in the above examples gave min. 
inhibitory concns. (MICs) less than 1 p.g per mL against 

erythromycin-sensitive and erythromycin- resistant strains of Streptococcus 
pneumoniae and Streptococcus pyogenes . 

LI ANSWER 5 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 144:450873 CA 

AB Macrolone erythromycin ketolide derivs. I, wherein A is a bivalent radical 
CO, amino-alkylidene, alkylidene-amino, imine; A and R4 taken together 
with the intervening atoms form a cyclic group, sugar residue; Rl is a 
sugar residue; R2 is H, hydroxyl group; R3 is H, alkyl, alkenyl; R4 is OH, 
alkenyl-oxy; R5 is OH; R5 and R5 taken together with the intervening atoms 
form a cyclic group; R6 is H, F; were prepared and used in therapy as 
antibacterial agents. Thus, macrolide II was prepared and- tested as 
antibacterial agent. The compds. in the above examples gave min. 
inhibitory concns. (MICs) less than 1 ug per mL against 

erythromycin-sensitive and erythromycin-resistant strains of Streptococcus 
pneumoniae and Streptococcus pyogenes . 

LI ANSWER 6 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 144:331660 CA 

AB Macrolide bicyclic 9a-azalide erythromycin derivs. I and II, wherein V is 
substituted alkylidene, cyclo-alkylidene; G and W are independently H, 
alkyl, alkenyl, alkynyl, acyl, ester, amide; L is Et, CH(OH)Me, alkyl, 
alkenyl, alkynyl, D is amino-alkylidene, amino-acyl, imino, R is H, 
hydroxy protecting group; were prepared and tested as antibacterial agents. 
Thus, macrolide II (V = CH2CH:CHCH2, G=W=Y=Z=H, L = Et , R= Ac) 
was prepared and tested in vitro as antibacterial agent. The compds. of the 
invention generally demonstrated an MIC in the range from about 64 
ug/mL to about 0.03 ug/mL. 



LI ANSWER 7 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 144:51834 CA 

AB The present invention provides macrocyclic desmycocin amino glycosides I 
and II, wherein T is macrolide; Rl and R3 are independently H, alkyl, 
alkenyl, alkynyl, acyl ester, amide, thio-acyl, thio-ester, thio-amide; R2 
and R4 are H, alkoxy; D is single bond, alkyl, alkenyl , alkynyl , acyl, 
ester, amide, imine, sulfonyl, amine, thio-acyl, thio-amide; E is aromatic 
heterocycle, carbocycle, CO, C02, amide, imine; F is single bond, 
alkyl, alkenyl, alkynyl; G is aryl, heteroaryl, biaryl, bicyclic, 
tricyclic, aryl, were prepared as anti-infective, anti-prolif erative , 
ant i- inflammatory, and prokinetic therapeutic agents. Thus, III was 
prepared and may be used as anti-infective, anti-prolif erative, 
anti- inflammatory, and prokinetic therapeutic agent (no data) . 

LI ANSWER 8 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 143:478161 CA 

AB The present invention relates to 14- or 15-membered macrolides substituted 
at the 3 -position I, wherein A is bivalent radical selected from C(O), 
C(0)NH, NHC(O), N(R7)CH2, CH2N(R7), imine; Rl is ester; R2 is H, hydroxyl 
protecting group; R3 is H, alkyl, alkenyl optionally substituted by 9 to 
10 membered fused bicyclic heteroaryl; R4 is OH, alkenyl -oxy, alkoxy; R5 
is OH; R4R5 together with the intervening carbon atoms form a heterocycle; 
R6 is H, F; R7 is H, alkyl; and pharmaceutically acceptable derivs . 
thereof, to processes for their preparation and their use in therapy or 
prophylaxis of systemic or topical microbial infections in a human or 
animal body. Thus, erythromycin II was prepared and tested in vitro as 
antibacterial agent. Title compds . were tested in vitro for their 
antibacterial activity and showed MICs less than 0.125 \xg/mh against 
erythromycin-sensitive and erythromycin-resistant strains of Streptococcus 
pneumoniae and Streptococcus pyogenes. 

LI ANSWER 9 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 143:460388 CA 

AB The present invention relates to 14- or 15-membered macrolides substituted 
at the 3-position I, wherein A is bivalent radical selected from C(O), 
C(0)NH, NHC(O), N(R7)CH2, CH2N(R7), imine; Rl is ester; R2 is H, hydroxyl 
protecting group; R3 is H, alkyl, alkenyl optionally substituted by 9 to 
10 membered fused bicyclic heteroaryl; R4 is OH, alkenyl-oxy, alkoxy; R5 
is OH; R4R5 together with the intervening carbon atoms form a heterocycle; 
R6 is H, F; R7 is H, alkyl; and pharmaceutically acceptable derivs. 
thereof, to processes for their preparation and their use in therapy or 
prophylaxis of systemic or topical microbial infections in a human or 
animal body. Thus, erythromycin II was prepared and tested in vitro as 
antibacterial agent. Title compds. were tested in vitro for their 
antibacterial activity and showed MICs less than 0.25 jag/mL against 
erythromycin-sensitive and erythromycin-resistant strains of Streptococcus 
pneumoniae and Streptococcus pyogenes . 

LI ANSWER 10 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 143:306499 CA 

AB The present invention provides macrocyclic azithromycin compds. I and II, 
wherein T is macrolide; Rl and R3 are independently H, alkyl, alkenyl, 
alkynyl, acyl ester, amide, thio-acyl, thio-ester, amine; R2 is H, alkoxy; 
D is single bond, alkyl, alkenyl , alkynyl , acyl, ester, amide, imine, 
sulfonyl, amine, thio-acyl, thio-amide; E is aromatic heterocycle, 
carbocycle, CO, CO, amide, imine; F is single bond, alkyl , alkenyl , 
alkynyl; G is aryl, heteroaryl, biaryl, bicyclic, tricyclic, aryl, were 
prepared as antibacterial, anti-prolif erative, prokinetic, and 
antiinflammatory agents. Thus, III was prepared and used as antibacterial, 
anti-prolif erative, and antiinflammatory agent. 

LI ANSWER 11 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 142:355522 CA 

AB Macrolide 9a, ll-3C-bicyclic 9a-azalide erythromycin analogs I, wherein A 



is ORp, where Rp is a hydroxy protecting group, Rl, where Rl is 
independently aryl, heteroaryl, OR1, R3, where R3 is H, 'alkyl, 
heteroalkyl, alkenyl, , hetero-alkenyl , alkynyl, hetero-alkynyl, 
0R3sulfonyl, amide, sulfonamide, amine; B is deuterium, OH, Rl, R3, ORp, 
halogen; A and B together with the carbon atom to which they are attached 
are CO, acyl, ester, oxime, imine; G is H, alkyl, alkenyl, alkynyl,; L is 
CH(0H)CH3, alkyl, alkenyl, alkynyl; W is H, alkyl, alkenyl, alkynyl; X is 
H; Y is H, OH, ORp, alkoxy, ester, sulfonyl, sugar residue; Z is H, Me, 
halogen; R2 is H, Rp, or pharmaceutically acceptable salts, esters, or 
prodrugs thereof, which exhibit antibacterial properties. The present 
invention further relates to pharmaceutical compns . comprising the 
aforementioned compds . for administration to a subject in need of 
antibiotic treatment. The invention also relates to methods of treating a 
bacterial infection in a subject by administering a pharmaceutical composition 
comprising the compds. of the present invention. The invention further 
includes process by which to make the compds. of the present invention. 
Thus, I (A and B are taken together with the carbon atom to which they are 
attached to form C=CH2 , L is Et, W=G=Z=R2=H, X and Y taken 
together are oxo) was prepared and tested as antibacterial agent. 

LI ANSWER 12 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 142:240672 CA 

AB N-Des-methyl-N-substituted-ll-deoxy-erythromycins I: wherein Rl, R4 , and 
R6 are independently H, Me; R2 is alkyl, alkenyl, alkynyl; R3 and R5 are 
independently H, OH, were prepared as pro-kinetic agents and can be used to 
treat disorders of gastric motility. Thus, N-des-methyl-N-isopropyl-1- 
deoxy- erythromycin B was prepared as pro-kinetic agent and can be used to 
treat disorders of gastric motility. Compds. of this invention were 
tested for in vitro activity against three erythromycin sensitive strains 
of Streptococcus pneumoniae (ATCC 6301, ATCC 700671, and ATCC 49619) . 
N-des-methyl-N-isopropyl-l-deoxy-erythromycin B showed Motilin Agonist 
activity (EC50 700 nM) . 

LI ANSWER 13 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 142:38480 CA 

AB 11-12 Bicyclic erythromycin macrolides I, wherein A and B are halogen, 

N02, CN, Rl, OR1, S(0)nRl, NR1C(0)R2, NR1C (O) NR3R4 , NHS(0)nRl, C(0)NR3R4, 
0C(0)NR3R4 and NR3R4; each Rl and R2 is H , D, acyl, silane, aliphatic, 
alicyclic, aromatic, heteroarom., heterocyclic; each of R3 and R4 is H , 
acyl, aliphatic, alicyclic, aromatic, heteroarom., heterocyclic; R3R4 together 
with the nitrogen atom to which they are attached form heterocyclic or 
heteroarom. ring; AB, taken together with the carbon atom to which they 
are attached form alicyclic, aromatic, heterocyclic or heteroarom. ring, CO, 
C:CR1R2, C:NR1, C:N0R1, C : NO (CH2 ) mRl , C : NNHR1 , C:NNHC0R1, C : NNHCONR3R4 , 
C:NNHS (O)nRl, C:N-N:CR1R2; L is H , aliphatic, alicyclic, aromatic, 

heteroarom. , 

or heterocyclic; G is H , CN or 0R1; one of U or V are independently H, 
Rl, 0R1, OC(0)Rl, OC(0)NR3R4, S(0)nRl, sugar; UV taken together with the 
carbon atom to which they are attached, are CO; R5 and R6 is H or Me, and 
the other is independently halogen, deuterium, or Rl; Q is NR3R4; one of X 
and Y is H, aliphatic, and the other is OH , SH, NH2 , or NHR1 ; or X and Y, 
taken together with the carbon atom to which they are attached, are C:0, 
C:C(R1)2, C:NR1, C:N0R1, C :NO (CH2 ) mRl , C:NNHR1, C:NNHC0R1, C : NNHCONR3R3 , 
C:NNHS (O)nRl, or C :N-N:C (Rl) 2 ; R2 ' is H or a OH protecting ; XI is H or 
halogen; m is an integer; and n is 0-2, were prepared as antibacterial 
agents. The present invention further relates to pharmaceutical compns. 
comprising the aforementioned compds. for administration to a subject in 
need of antibiotic treatment. The invention also relates to methods of 
treating a bacterial infection in a subject by administering a 
pharmaceutical composition comprising the compds. of the present invention. 
The compds. of the invention generally demonstrated in vitro an MIC in the 
range from about 64 ug/mL to about 0.03 ug/mL. The pharmaceutical 
compns. of this invention can be administered orally to fish by blending 
said pharmaceutical compns. into fish feed or said pharmaceutical compns. 



may be dissolved in water in which infected fish are placed, a method 
commonly referred to as a medicated bath. Generally, a dosage of 5 - 1000 
mg # preferably 20 - 100 mg, per kg of body weight of fish may be administered 
per day, either at one time or divided into several times. 

LI ANSWER 14 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 142:38478 CA 

AB 11-12 Bicyclic erythromycin macrolides I, wherein A and B are halogen, 

N02, CN, Rl, OR1, S(0)nRl, NR1C(0)R2, NR1C (0) NR3R4 , NHS(0)nRl, C(0)NR3R4, 
OC(0)NR3R4 and NR3R4; each Rl and R2 is H , D, acyl, silane, aliphatic, 
alicyclic, aromatic, heteroarom., heterocyclic; each of R3 and R4 is H , 
acyl, aliphatic, alicyclic, aromatic, heteroarom., heterocyclic; R3R4 together 
with the nitrogen atom to which they are attached form heterocyclic or 
heteroarom. ring; AB, taken together with the carbon atom to which they 
are attached form alicyclic, aromatic, heterocyclic or heteroarom. ring, CO, 
C:CR1R2, C:NR1, C:N0R1, C : NO (CH2 ) mRl , C : NNHR1 , CiNNHCORl, C : NNHCONR3R4 , 
C:NNHS (O)nRl, C:N-N:CR1R2; L is H , aliphatic, alicyclic, aromatic, 

heteroarom. , 

or heterocyclic; G is H , CN or 0R1; one of U or V are independently H, 
Rl, OR1, 0C(0)R1, OC(0)NR3R4, S(0)nRl, sugar; UV taken together with the 
carbon atom to which they are attached, are CO; R5 and R6 is H or Me, and 
the other is independently halogen, deuterium, or Rl; Q is NR3R4 ; one of X 
and Y is H, aliphatic, and the other is OH , SH, NH2 , or NHR1; or X and Y, 
taken together with the carbon atom to which they are attached, are C:0, 
C:C(R1)2, C:NR1, C:N0R1, C : NO (CH2 ) mRl , CrNNHRl, CrNNHCORl, C : NNHCONR3R3 , 
C:NNHS (O)nRl, or C :N-N : C (Rl ) 2 ; R2 ' is H or a OH protecting ; XI is H or 
halogen; m is an integer; and n is 0-2, were prepared as antibacterial 
agents (no data) . The present invention further relates to pharmaceutical 
compns. comprising the aforementioned compds . for administration to a 
subject in need of antibiotic treatment (no data) . The invention also 
relates to methods of treating a bacterial infection in a subject by 
administering a pharmaceutical composition comprising the compds. of the 
present invention (no data) . 

LI ANSWER 15 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 142:6762 CA 

AB The present invention relates to 14- or 15-membered macrolides substituted 
at the 3-position I, wherein A is bivalent radical selected from -C(0)-, 
-C(0)NH-, -NHC(O)-, -N(R7)CH2-, -CH2N(R7)-, imine; Rl is ester; R2 is H, 
hydroxyl protecting group; R3 is H, alkyl, alkenyl optionally substituted 
by 9 to 10 membered fused bicyclic heteroaryl; R4 is OH, alkenyl -oxy, 
alkoxy; R5 is OH; R4R5 together with the intervening carbon atoms form a 
heterocycle; R6 is H, F; R7 is H, alkyl; and pharmaceutical^ acceptable 
derivs. thereof, to processes for their preparation and their use in therapy or 
prophylaxis of systemic or topical microbial infections in a human or 
animal body. Thus, azithromycin II was prepared and tested in vitro as 
antibacterial agent. Title compds. were tested in vitro for their 
antibacterial activity and showed MICs less than 1 ug/mL against 
erythromycin-sensitive and erythromycin-resistant strains of Streptococcus 
pneumoniae and Streptococcus pyogenes . 

LI ANSWER 16 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 142:6758 CA 

AB The present invention relates to 14- or 15-membered macrolides substituted 
at the 3-position I, wherein A is bivalent radical selected from C(0), 
C(0)NH, NHC(O), N(R7)CH2, CH2N(R7), imine; Rl is ester; R2 is H, hydroxyl 
protecting group; R3 is H, alkyl, alkenyl optionally substituted by 9 to 
10 membered fused bicyclic heteroaryl; R4 is OH, alkenyl -oxy, alkoxy; R5 
is OH; R4R5 together with the intervening carbon atoms form a heterocycle; 
R6 is H, F; R7 is H, alkyl; and pharmaceutically acceptable derivs. 
thereof, to processes for their preparation and their use in therapy or 
prophylaxis of systemic or topical microbial infections in a human or 
animal body. Thus, erythromycin II was prepared and tested in vitro as 
antibacterial agent. Title compds. were tested in vitro for their 



antibacterial activity and showed MICs less than 1 iag/mL against 
erythromycin- sensitive and erythromycin- resistant strains of Streptococcus 
pneumoniae and Streptococcus pyogenes . 

LI ANSWER 17 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 142:6757 CA 

AB The present invention relates to 14- or 15-membered macrolides substituted 
at the 3-position I, wherein A is bivalent radical selected from C(O), 
C(0)NH, NHC(O), N(R7)CH2, CH2N(R7), imine; Rl is ester; R2 is H, hydroxyl 
protecting group; R3 is H, alkyl, alkenyl optionally substituted by 9 to 
10 membered fused bicyclic heteroaryl; R4 is OH, alkenyl-oxy, alkoxy; R5 
is OH; R4R5 together with the intervening carbon atoms form a heterocycle; 
R6 is H, F; R7 is H, alkyl; and pharmaceutically acceptable derivs. 
thereof, to processes for their preparation and their use in therapy or 
prophylaxis of systemic or topical microbial infections in a human or 
animal body. Thus, erythromycin II was prepared and tested in vitro as 
antibacterial agent. Title compds . were tested in vitro for their 
antibacterial activity and showed MICs less than 1 ug/mL against 
erythromycin-sensitive and erythromycin-resistant strains of Streptococcus 
pneumoniae and Streptococcus pyogenes . 

ANSWER 18 OF 55 CA COPYRIGHT 2007 ACS on STN 
142:6756 CA 

The present invention relates to 14- or 15-membered macrolides substituted 
at the 3-position I, wherein A is bivalent radical selected from C(O), 
C(0)NH, NHC(O), N(R7)CH2, CH2N(R7), imine; Rl is ester; R2 is H, hydroxyl 
protecting group; R3 is H, alkyl, alkenyl optionally substituted by 9 to 
10 membered fused bicyclic heteroaryl; R4 is OH, alkenyl -oxy, alkoxy; R5 
is OH; R4R5 together with the intervening carbon atoms form a heterocycle; 
R6 is H, F; R7 is H, alkyl; and pharmaceutically acceptable derivs. 
thereof, to processes for their preparation and their use in therapy or 
prophylaxis of systemic or topical microbial infections in a human or 
animal body. For oral and parenteral administration to humans, the daily 
dosage level of the agent may be in single or divided doses. For systemic 
administration the daily dose as employed for adult human treatment it 
will range from 2-100 mg/kg body weight, preferably 5-60 mg/kg body weight, 
which may be administered in 1 to 4 daily doses, for example, depending on 
the route of administration and the condition of the patient. When the 
composition comprises dosage units, each unit will preferably contain 200 mg to 
1 g of active ingredient. The duration of treatment will be dictated by 
the rate of response rather than by arbitrary nos . of days. Thus, title 
macrolide II was prepared and was tested as antibacterial agent. Title 
compds. have an MIC < 1 M-g/mL against S. aureus Smith ATCC 13709, S. 
pneumoniae, S. pyogenes 3565 and E. faecalis ATCC 29212; MIC < 2 ug/mL 
against H. influenzae ATCC 49247 and M. catarrhalis ATCC 23246; and MIC < 
1 ug/mL against erythromycin resistant strains of Streptococcus 
pneumoniae and Streptococcus pyogenes . 

LI ANSWER 19 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 141:411193 CA 

AB Antimicrobial macrolide and ketolide I, were prepared wherein R is H, 

substituted alkyl, alkenyl, amide; Rl is H, substituted alkyl, alkenyl, 
alkynyl, amide, ester, thioester; R2 is H, halogen, alkyl; R3 and R4 are 
independently H, halogen, substituted alkyl, with the proviso that when q 
is 0, then R3. and R4 are not both hydrogen; with the proviso that when Rl 
is Et, and R3 and R4 are hydrogen, then R5 is not 6-fluoro; and with the 
proviso that when Rl is -CH=CH, and R3 and R4 are hydrogen, then R5 is not 
6 -Me; R5 is acyl , OH, halogen, N02 , CN, alkyl, cycloalkyl, alkenyl, 
alkynyl, ether, amine, heteroaryl, aryl; q is 0-4, as well as 
pharmaceutically acceptable salts, esters or prodrugs thereof; 
pharmaceutical compns . comprising such compds.; methods of treating 
prophylaxis bacterial infections by the administration of such compds.; 
and processes for the preparat ion of the compds. Thus, macrolide II was 

prepared 



LI 
AN 
AB 



* 



and tested in rats as antibacterial agent. The total daily dose of the 
compds. of this invention administered to a human or other mammal in 
single or in divided doses can be in amts . , for example, from 0.01 to 50 
mg/kg body weight or more usually from 0.1 to 25 mg/kg body weight 

LI ANSWER 20 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 141:406156 CA 

AB The invention relates to compns . and methods for reducing oxidative 
in a cell. The invention is comprised of contacting a cell with a 
sulfhydryl protected glutathione or cysteine prodrug thereby 
increasing intracellular glutathione or L-cysteine levels resulting 
reduced hepatotoxicity . 

LI ANSWER 21 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 141:395758 CA 

AB Compds. containing spaced N and/or O, by virtue of their ability to inhibit 
the protease activity of lethal factor from Bacillus anthracis, are useful 
in the prevention and treatment of anthrax toxicity. Libraries of these 
compds. are also useful as substrates for screening methods to identify 
lethal factor inhibitors. Thus, aminodeoxy pseudo-disaccharide I was 
prepared for treatment of anthrax infection using inhibitors of lethal 
factor protease activity. 

LI ANSWER 22 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 141:337861 CA 

AB A medical device is adapted for at least partial implantation into a body 
and includes first and second sections along the length of the device. A 
first therapeutic agent is associated with the first section and a second 
therapeutic agent is associated with the second section. The first 
therapeutic agent can be one or more antiproliferative, such as 
paclitaxel, a paclitaxel derivative, or a paclitaxel prodrug, 
anticoagulant, antithrombotic, thrombolytic, fibrinolytic, or combination 
thereof. The second therapeutic agent can be one or more antimicrobials, 
such as one or more antibiotics. Each of the first and second therapeutic 
agents can either be posited on one or more surfaces of the resp. section, 
or impregnated within the section. The device can include a separator to 
space the first and second sections. A method of making a medical device 
and a method of establishing access to a vessel within a body are also 
provided. For example, silicone tubing segments (approx. 0.8mmi.d., 1.7 
mm O.D., 50 mm length, 120 mg weight) cut from silicone catheter samples (5FR 
single lumen) were swelled by soaking for approx. 20 h in either Freon or 
hexane. The samples were then loaded with paclitaxel by soaking for 
approx. 7 h in one of the following solns. containing 4 mg/mL paclitaxel: 100% 
ethanol, 50/50% Freon/ethanol , and 50/50% hexane/ethanol . After loading, 
the tubing segments were allowed to dry for approx. 24 h. The amount of 
paclitaxel loaded into each segment was determined by extracting the tubing in 
ethanol for approx. 12 h, and assaying the extract by HPLC. On average the 
tubing segments yielded approx. 61±19 |ag paclitaxel. For 

comparison, 3.0 mm x 15 mm long VFlexPlus coronary stents, which appeared 
effective in inhibiting restenosis in clin. trial studies, were loaded 
with approx. 60 \xg paclitaxel. 

LI ANSWER 23 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 141:243769 CA 

AB Antibiotic 6 -O-substituted bicyclic erythromycin macrolides I were prepared, 
wherein A is OH, alkoxy, Rl; Rl is aryl , heteroaryl, OR1, R2 ; R2 is H, 
halogen, alkyl, alkenyl, alkynyl, ; OR2, sulfonyl, ester, acyl, amide, 
sulfonamide, amine; B is H, deuterium, CN, N02 , halogen, OH, Rl, R2 , 
alkoxy; A and B together with the carbon atom to which they are attached 
form CO, C(OR2)2, C(SR2)2, ketal ,thioketal, alkylidene, imine; X and Y 
are independently H, deuterium, OH, alkoxy, amine, alkyl; X and Y together 
with the C atom to which they are attached form CO, imine, oxime; L is 
CH(0H)Me, alkyl, alkenyl, alkynyl; W is H, OH, CN, alkoxy, oxy-amide; Z is 
H, OH, alkoxy, ester, sulfonyl, sugar residue, or pharmaceutical^ 



stress 
in 



acceptable salts, esters, or prodrugs thereof: which exhibit antibacterial 
properties. The present invention further relates to pharmaceutical 
compns. comprising the aforementioned compds . for administration to a 
subject in need of antibiotic treatment. The invention also relates to 
methods of treating a bacterial infection in a subject by administering a 
pharmaceutical composition comprising the compds. of the present invention. 
The invention further includes process by which to make the compds. of the 
present invention. Thus, I wherein A and B taken together with the carbon 
atom to which they are attached are C=CHS (CH2 ) 2Ph, L is Et, W is OMe, X 
and Y taken together with the carbon atom to which they are attached are 
C(0), Z is OH, and R2 ' is H; was prepared and tested in vitro as 
antibacterial agent. The compds. of the invention generally demonstrated 
an MIC in the range from about 64 g/mL to about 0.03 g/mL. 

LI ANSWER 24 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 141:89322 CA 

AB 6, ll-3C-bicyclic 9a-azalide erythromycin derivs. I were prepared, wherein W 
is -CH2-C(A) =C(B) -CH2-, -CH2 -C (A) -C (B) -CH2 - ; heterocycle-containing 
alkylidene, A is OH, alkoxy, aryl, heteroaryl, H, halogen, alkyl, alkynyl, 
alkenyl, sulfonyl, amide, amine, sulfonamide; B is H, deuterium, halogen, 
OH, aryl, heteroaryl, CO, ester, thioester, oxime, imine; L is Me, Et, 
CH(0H)Me, alkyl, alkynyl, alkenyl,; D is substituted amine; X is H; Y is 
H, OH, alkoxy, ester, amide, sulfonyl; X and Y together are oxo; Z is H, 
Me, halogen; R2 is H, hydroxy protecting group, which exhibit 
antibacterial properties. The present invention further relates to 
pharmaceutical compns . comprising the aforementioned compds. for 
administration to a subject in need of antibiotic treatment. The 
invention also relates to methods of treating a bacterial infection in a 
subject by administering a pharmaceutical composition comprising the compds. of 
the present invention. Thus, I (W is -CH2CH=CHCH2 , D is -N(Q)CH2, Q is 
CH2C . tplbond . C (3 -quinolyl ) , Z is H, X and Y taken together are oxo, L is 
Et, R2 is H) was prepared and tested in vitro as antibacterial agent (MIC = 
64 ng/mL to 0.03 ng/mL) . The total daily dose of the compds. of 
this invention administered to a human or other animal in single or in 
divided doses can be in amts . , for example, from 0.01 to 50 mg/kg body weight 
or more usually from 0.1 to 25 mg/kg body weight The compds. of the 
invention generally demonstrated an MIC in the range from about 64 
iag/mL to about 0.03 jag/mL. 

ANSWER 25 OF 55 CA COPYRIGHT 2007 ACS on STN 
141:54574 CA 

The present invention relates to prodrugs aminodeoxy oligosaccharides 
X-(L-Y)n, X-(L-Y-L)n, and X-L-L-Xlin which X and XI are the same or 
different and are pharmaceutical^ active moieties; Lisa linker group; Y 
is a pharmacokinetic regulator; of pharmaceutical moieties, more 
specifically antimicrobial agents, methods for their preparation, 
pharmaceutical formulations containing them and their use in the treatment of 
microbial infections. Thus, trisaccharide I was prepared and tested in 
vitro as antibacterial agent against E. coli and P. aeruginosa (MIC values 
range from 2 to >64 jj.M) . The antimicrobial or antiinf ective agent is 
an antifungal agent, antiparasitic agent, antimycotic agent or antiviral 
agent (no data) . The viral infection is an influenza A or B infection, 
parainfluenza, mumps or Newcastle disease. 

LI ANSWER 2 6 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 140:304027 CA 

AB Macrolide anhydrolide erythromycin analogs I, wherein L is CH(0H)Me, 
substituted alkyl, alkenyl, alkynyl; Rl and R2 are independently 
substituted alkyl, alkenyl, alkynyl; X is O, substituted imine, S(0)n, 
where n is 1-2; and pharmaceutically-acceptable compns. comprising a 
therapeutically effective amount of a compound of the invention in combination 
with a pharmaceutically-acceptable carrier are described. Also described 
are a method for treating bacterial infections by administering to an 
animal a pharmaceutical composition containing a therapeutically effective 

amount of 
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a compound of the invention and processes for the preparation of such compds. 
Thus, I (L = Et # X = S, R = H, Rl = Me, R2 = 2- [6- (dimethylamino- 
methyleneamino)purin-9-yl] -Et) was prepared and tested in vitro as 
antibacterial agent. The compds. of the invention generally demonstrated 
an MIC in the range from about 64 ng/mL to about 0.03 jag/mL. 

LI ANSWER 27 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 140:271146 CA 

AB Antibiotic 6-O-substituted bicyclic erythromycin macrolides I were prepared, 
wherein A is OH, alkoxy, Rl; Rl is aryl, heteroaryl, OR1, R2 ; R2 is H, 
halogen, alkyl, alkenyl, alkynyl,; 0R2, sulfonyl, ester, acyl, amide, 
sulfonamide, amine; B is H, deuterium, CN, N02 , halogen, OH, Rl, R2 , 
alkoxy; A and B together with the carbon atom to which they are attached 
form CO, C(OR2)2, C(SR2)2, ketal ,thioketal, alkylidene, imine; X and Y 
are independently H, deuterium, OH, alkoxy, amine, alkyl; X and Y together 
with the C atom to which they are attached form CO, imine, oxime; L is 
CH(OH)Me, alkyl, alkenyl, alkynyl; W is alkyl, alkenyl, alkynyl, Z is H, 
OH, alkoxy, ester, sulfonyl, sugar residue, or pharmaceutical^ acceptable 
salts, esters, or prodrugs thereof: which exhibit antibacterial 
properties. The present invention further * relates to pharmaceutical 
compns . comprising the aforementioned compds. for administration to a 
subject in need of antibiotic treatment. The invention also relates to 
methods of treating a bacterial infection in a subject by administering a 
pharmaceutical composition comprising the compds. of the present invention. 
The invention further includes process by which to make the compds. of the 
present invention. Thus, I wherein A and B taken together with the carbon 
atom to which they are attached are C=CH2 , L is CH2CH3, W is CH2CH=CH2, X 
and Y taken together with the carbon atom to which they are attached are 
C(O), R4 " is C(0)CH3, and R2 1 is H; was prepared as antibacterial agent (no 
data) . 

LI ANSWER 2 8 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 140:236004 CA 

AB 6, 11-Bicyclic erythromycin macrolides I, wherein A is OH, OR1, Rl is 
hydroxy protecting group, aryl, heteroaryl, O-aryl, O-heteroaryl , H, 
halogen, alkyl, alkenyl, alkynyl, sulfonyl, amide, sulfonamide, amine; B 
is H, deuterium, halogen, OH, aryl, heteroaryl, OR1; A and B together are 
O, acetal, thioacetal, acyl, alkene, oxime; X and Y are independently H, 
deuterium, OR1, amine; X and Y together are CO, imine; L is Me, Et, 
CH(0H)Me, alkyl, alkenyl, alkynyl; W is amine; Z is H, OH, OR1, alkoxy, 
ester, 0-amide, sulfonyl, heterocycle, or pharmaceutically acceptable 
salts, esters, or prodrugs thereof which exhibit antibacterial properties. 
The present invention further relates to pharmaceutical compns. comprising 
the aforementioned compds. for administration to a subject in need of 
antibiotic treatment. The invention also relates to methods of treating a 
bacterial infection in a subject by administering a pharmaceutical composition 
comprising the compds. of the present invention. The invention further 
includes process by which to make the compds. of the present invention. 
Title compds. were tested for in vitro antibacterial activity by a 
micro-dilution method and demonstrated an MIC in the range from about 64 
M-g/mL to about 0.03 ng/mL. According to the methods of treatment of 
the present invention, bacterial infections are treated or prevented in a 
patient such as a human or other animals by administering to the patient a 
therapeutically effective amount of a compound of the invention, in such amts. 
and for such time as is necessary to achieve the desired result (no data) . 
Thus, I (A and B together with the carbon atom to which they are attached 
= C:CH2, X and Y together with the carbon atom to which they are attached 
= C:NAc, L = Et, W is NMe2 , Z = R = H) was prepared and tested as 
antibacterial agent. 

LI ANSWER 29 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 140:217956 CA 

AB Motilide erythromycin compds. I, wherein Rl is C1-C10 alkyl, C2-C10 

alkenyl, C2-C10 alkynyl, aryl, or hetero-cyclo; R2 is H, C1-C5 alkyl, 



C2-C5 alkenyl, C2-C5 alkynyl, aryl, or hetero-cyclo; R3 is H or OH; and R4 
is H or OH, or R3 and R4 taken together form 0- (C=0) -O; with the proviso 
that when (a) Rl is Et and (b) R2 is OH or R3 and R4 taken together form 
0-C(0)-0, then R2 is not H or Me, and methods for their preparation and use in 
the treatment of diseases or conditions characterized by impaired gastric 
motility. Thus, I (Rl = Et, R2 = iPr, R3 = R4 = OH) was prepared and tested 
as antibacterial agent against Streptococcus pneumoniae ATCC 63 01 and 
medicament for treating a disorder of gastric disorder in a patient. 
Illustrative examples of disorders that may be treated with the inventive 
compds. include but are not limited to gastro-paresis , gastro-esophageal 
reflux disease, anorexia, gall bladder stasis, postoperative paralytic 
ileus, scleroderma, intestinal pseudo-obstruction, gastritis, emesis, and 
chronic constipation (colonic inertia) . 

LI ANSWER 3 0 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 140:217887 CA 

AB In nature, the attachment of sugars to small mols. is often used to 
mediate targeting, mechanism of action and/or Pharmacol. As an 
alternative to pathway engineering or total synthesis, we report a useful 
method, in vitro glycorandomization (IVG) , to diversify the glycosylation 
patterns of complex natural products. We have used flexible 
glycosyltransf erases on nucleotide diphospho- sugar (NDP-sugar) libraries 
to generate glyco- randomized natural products and then applied 
chemoselective ligation to produce mono-glycosylated vancomycins that 
rival vancomycin. 

LI ANSWER 31 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 140:164138 CA 

AB Antibacterial erythromycin derivs . I, wherein Rl is H, Ac, Bz, TMS, 
triethylsilyl; R2 is -CH=CH-, -C.tplbond.C-; R3 is heterocycle, 
tetra-azolyl, furanyl, imidazolyl, iso- thiazolyl , isoxazolyl, naphthyl , 
1, 2, 3-oxadiazolyl, oxazolyl, Ph, pyrazinyl, pyrazolyl, pyridazinyl, 
pyrimidinyl, pyrrolyl , 1 , 3 , 4 -thiadiazolyl , thiazolyl, pyridyl (pyridinyl) , 
thienyl (thiophenyl) , 1 , 3 , 5-triazinyl , 1 , 2 , 3 -triazolyl ; X is H, F, 
heterocycle; with improved pharmacokinetic profiles and salts, prodrugs, 
and salts of prodrugs thereof, processes for making the compds. and 
intermediates used in the processes, compns . containing the compds., and 
methods for prophylaxis and treatment of bacterial infections using the 
compds. are disclosed. Thus, (3aS, 4R, 7R, 9R, 10R, 11S, 13R, 15R, 15aR) -10- 
( ( (2S, 3R, 4S, 6R) -4- (dimethylamino) -3 -hydroxy-6 -methyltetrahydro-2H-pyran-2 - 
yDoxy) -4-ethyl-7-f luoro-3a, 7 , 9 , 11 , 13 , 15-hexamethyl-ll- ( ( (2E) -3- (5- (2- 
methyl-2H-tetrazol-5-yl) thien-2 -yl) prop -2 -enyl) oxy) octahydro-2H- 
oxacyclotetradecino [4 , 3-d] [1 , 3] oxazole-2 , 6, 8, 14 (1H, 7H, 9H) -tetrone was 
prepared and tested as antibacterial agent. The daily therapeutically 
effective amount of the compds. administered to a patient in single or 
divided doses range from about 0 . 1 to about 200 mg/kg body weight, preferably 
from about 0.25 to about 100 mg/kg body weight Compds. of this invention 
displayed antibacterial activity superior to the control, which control 
demonstrated no antibacterial activity. The pharmacokinetic profiles were 
evaluated using cassette dosing protocols in dog at a dose of 1 mg/kg. 

LI ANSWER 3 2 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 140:164136 CA 

AB Antibacterial tricyclic macrolide erythromycin derivs. I, wherein Rl is H, 
Rll, C02R11, amide, alkyl; R2 is H, R12; R12 is hydroxy protecting group; 
one of R3 or R4 is H, the other is OH, OR12 ; OR11, ester, 0C0NH2 , alkoxy; 
R3and R4 together are 0, CH20; R5 is H, Rll, ester, amide; R6 and RIO are 
independently H, R13; R7 is 0, =N0H, oxime one of R8 and R9 is H, and the 
other is OH, alkoxy; R8 and R9 together are O; R11-R13 are independently 
alkyl, (CH2) alkenyl, (CH2 ) alkynyl , cycloalkyl, halo, aryl, heteroaryl, and 
heterocyclyl; and salts, prodrugs, and salts of prodrugs thereof, 
processes for making the compds. and intermediates used in the processes, 
compns. containing the compds., and methods for prophylaxis or treatment of 
bacterial infections using the compds. are disclosed. Thus, 



(2aR,4aS, 6R, 8S, 9R, 10R # 12R, 15R, 15aS # 15bS) - 15-ethyl-12 -f luoro- 8 -methoxy- 
3 , 4a, 6 , 8 , 10 , 12 , 15a-hepta-methyl-2 , 5 , 11, 13-tetraoxohexadecahydro-2H-l , 14- 
dioxa-3-azacyclotetradeca (1 , 2 , 3 -cd) pentalen-9-yl-3 , 4 , 6-trideoxy-3 - 

(dimethylamino) -p-D-xylo-hexopyranoside was prepared and tested in 
vitro as antibacterial agent. The ability of the compds . to inhibit 
bacterial growth in vitro was superior to the control and in the range of 
about 0.5 ug/mL to greater than about 128 ug/mL. 

LI ANSWER 33 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 140:146397 CA 

AB Novel 6, 11-4-carbon bridged erythromycin ketolides I, wherein W is 
substituted alkylidene, X and Y are independently H, deuterium, OH, 
alkoxy, amine; XY are together CO, imine, oxime, amide; L is 
hydroxy-alkyl, alkyl, alkenyl, alkynyl; 2 is H, Me, halogen; Rx is hydroxy 
protecting group; K is H, alkoxy, ester, carbamate, sulfoxide, sugar 
residue; pharmaceutically-acceptable compns . comprising a therapeutically 
effective amount of a compound of the invention in combination with a 
pharmaceutically-acceptable carrier are described. Also described are 
methods for treating bacterial infections by administering to an animal a 
pharmaceutical composition containing a therapeutically effective amount of a 

compound 

of the invention and processes for the preparation of such compds. Thus, I (W 
is -CH2CH=CHCH2-, X and Y taken together with the carbon atom they are 
attached to form C=N-0H, L is Et, Rx = H; K is sugar residue Q) was prepared 
and tested in vitro as antibacterial agent. The compds. of the invention 
generally demonstrated an MIC in the range from about 64 ug/mL to about 
0.03 jj.g/mL. 

LI ANSWER 34 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 140:146396 CA 

AB Novel 6, 11-4-carbon bridged ketolides I, wherein W is substituted 

alkylidene, X and Y are independently H, deuterium, OH, alkoxy, amine; XY 
are together CO, imine, oxime, amide; L is hydroxy-alkyl, alkyl, alkenyl, 
alkynyl; Z is H, Me, halogen; Rx is hydroxy protecting group, 
pharmaceutically-acceptable compns. comprising a therapeutically effective 
amount of a compound of the invention in combination with a 
pharmaceutically-acceptable carrier are described. Also described are a 
method for treating bacterial infections by administering to an animal a 
pharmaceutical composition containing a therapeutically effective amount of a 

compound 

of the invention and processes for the preparation of such compds. Thus, I (W 
is -CH2CH=CHCH2-, X and Y taken together with the carbon atom they are 
attached to form C=NC(0)CH3, L is Et, Z = Rx = H) was prepared and tested in 
vitro as antibacterial agent. The compds. of the invention generally 
demonstrated antibacterial activity in vitro with an MIC in the range from 
about 64 ug/mL to about 0.03 ug/mL. 

LI ANSWER 35 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 140:111633 CA 

AB Antibacterial compds. having formula I and formula II, wherein Rl is H, 

OH, ether, 0-amide, 0-ester; R2 is H, hydroxyl protecting group, R3 and R4 
are independently H, OH, ether, O-ester, NH2 , amine, O-amide, O-ester; 
R3R4 are together O, oxime; R5 and R6 are independently H, OH, ether, 
O-ester, NH2, amine, O-amide,; R5R6 are together 0; R7 and R8 are 
independently OH, ether, ester, O-ester, O-amide, ether; R7R8 are together 
0X1 is H, F, CI, Br; and salts, prodrugs, and salts of prodrugs thereof, 
processes for making the compds. and intermediates employed in the 
processes, compns. containing the compds., and methods for prophylaxis or 
treatment of bacterial infections in a fish or a mammal using the compds. 
are disclosed. Thus, I [Rl = OH, R2 = R3 = R6 = R7 = H, R4 = NH2 , R6 = 
(2 -aminoethyl) NH (0) CO] was prepared and tested in vitro as antibacterial 
agent . 

LI ANSWER 3 6 OF 55 CA COPYRIGHT 2007 ACS on STN 



AN 140:94231 CA 

AB Antibacterial compds . having formula I and formula II, wherein one of A 

and B is CH2 and the other is NR8; Rl is H, alkyl; R1R8 is CH2, CO; R2 is 
H, hydroxy protecting group; R3 is H and R4 is OH, alkoxy, 0-ester, 
0C0NH2, O-amide, ether; R3R4 is 0; R5 is H, alkyl, alkenyl, alkynyl, 
cycloalkyl, aryl, heteroaryl, heterocycle, NH2, substituted amine, ester, 
amide; one of R6 and R7 is H and the other is OH, ether, ester, 0-ester, 
O-amide; R6R7 together are 0, CH20; R8 is H, ester, amide, XI is H, F; and 
salts, prodrugs, and salts of prodrugs thereof, processes for making the 
compds. and intermediates used in the processes, compns . containing the 
compds., and methods for prophylaxis or treatment of bacterial infections 
using the compds. are disclosed. Thus, (2R, 3S, 5S, 8R, 10S, 11R, 12S, 13S, 14R) - 
2 -ethyl -3, 10 -dihydroxy-3 , 5, 8, 10, 12, 14 -hexamethyl-15-oxo-il- ((3,4,6- 
trideoxy-3- (dimethylamino) -p-D-xylo-hexopyranosyl) oxy) -l-oxa-6- 
azacyclopentadecan-13-yl-2 , 6-dideoxy-3-C-methyl-3-0-methyl-ct-L-ribo- 
hexopyranoside was prepared and. Compds. of this invention displayed in 
vitro antibacterial activity in the range of about 0.03 jag/mL to 
greater than about 12 8 ug/mL . It is meant to be understood that 
certain metabolites of compds. of this invention, which metabolites are 
produced by in vitro or in vivo metabolic processes, would also be useful 
as antibacterials . 

LI ANSWER 37 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 140:77362 CA 

AB Macrolide erythromycin I, in which Rl is H, R; R is a OH protecting 
moiety; R3 is CH2R4, CH2CH2R5 , CH2CH2R6; R4 is alkyl; R5 and R6 are 
independently alkenyl interrupted with one or two moieties independently 
selected from the group consisting of O, =N, NH, N (alkyl) , S, S (O) , S(0)2; 
XI is hydrogen or fluoride, were prepared and which are useful as 
antibacterials for penicillin-resistant Streptococcus pneumoniae, 
prodrugs, and salts of prodrugs thereof, processes for making the compds. 
and intermediates used in the processes, compns. containing the compds., and 
methods for prophylaxis or treatment of bacterial infections. Thus, 
(3R, 5R, 6R, 7S, 9R, 10E, US, 12R, 13S, 14R) -6- ( ( (2S, 3R, 4S, 6R) -4- (dimethylamino) -3- 
hydroxy-6-methyltetrahydro-2H-pyran-2-yl) oxy) -14-ethyl-12 , 13 -dihydroxy-7- 
methoxy-3 , 5,7,9,11,13 -hexamethyloxacyclotetradecane-2 , 4 , 10-trione was 
prepared and tested as antibacterial agent. Compds. of this invention 
displayed antibacterial activity against penicillin-resistant 
Streptococcus pneumoniae superior to the control, which control 
demonstrated no antibacterial activity (no data) . 

LI ANSWER 3 8 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 140:77361 CA 

AB The present invention discloses preparation of erythromycin macrolide analogs, 
such as I [A, B, D, E = H, alkyl, alkenyl, alkynyl, cycloalkyl, aryl, 
heteroaryl, heterocycle, CN, OH, SH, C02H, ester, amide, etc.; AD, AE, BD 
= one- to f ive-membered alkylene, two- to f ive-membered hetero-alkylene; 
AB , DE = one- to seven-membered alkylene, two- to s even -membe red 
hetero-alkylene; L = alkylene, alkynylene, amine, imine, etc.; Z = 
(E)-CH=CH, (Z)-CH=CH, C.tplbond.C; R = H, protecting group; W = H, aryl, 
heteroaryl, heterocycle; X = H, F; Y = arylene, hetero-arylene] , and 
salts, prodrugs, and salts of prodrugs thereof, for treating bacterial 
infections. Thus, title compds. were prepared and tested for their 
antibacterial activity against Staphylococcus aureus, Streptococcus 
pyogenes and Streptococcus pneumoniae. Thus, 

(2R,4R,5R,6R,8R, 11R, 12S , 19R, 20R) - 11 -ethyl -2 , 4 , 6 , 8 , 12 , 19 -hexamethyl - 7 , 9 , 14 - 
trioxo-4- (3- (5- ( (phenylamino) methyl) thien-2 -yl) prop -2 -ynyl) -10, 13-dioxa- 
15, 18-diaza-tricyclo [10 . 6 . 2 . 015, 20] icos-1 (18) -en-5-yl-3 , 4 , 6 -trideoxy-3 - 
(dimethylamino) -p-D-xylo-hexopyranoside, was prepared and tested in 
vitro as antibacterial agent. 

LI ANSWER 39 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 140:59899 CA 

AB There are described 11-C-substituted derivs . of erythromycin I, wherein A 



is substituted alkyl, alkenyl, alkynyl, acyl, ester, amide; B, C, D may be 
present singly or in combination and are independently bond, H, halogen, 
alkyl, aryl, heterocyclic, ether, O, oxime, hydrazine, S, amine; R is H, 
hydroxy protecting group; Rl is H, alkyl, alkenyl, alkynyl, acyl, ester, 
amide; W is H, halogen, alkyl, alkenyl, alkynyl, and pharmaceutically 
acceptable compns . comprising a therapeutically effective amount of a compound 
of the invention in combination with a pharmaceutically acceptable 
carrier. Also described is a method for treating bacterial infections by 
administering to an animal a pharmaceutical composition containing a 
therapeutically-ef f ective amount of a compound of the invention, and processes 
for the preparation of such compds . Thus, I (A = CHO, B and D together are 0, 
C = R = R1 = W = H) was prepared and tested in vitro as antibacterial agent. 
Compds. were tested for in vitro antibacterial activity by a micro-dilution 
method. The compds. of the invention generally demonstrated an MIC in the 
range from about 64 ng/mL to about 0.03 ng/mL. 

ANSWER 4 0 OF 55 CA COPYRIGHT 2 007 ACS on STN 
140:16930 CA 

3-Descladinosyl-6-0-carbamoyl and 6 -O-carbonoyl macrolide of the formula 
I, wherein Rl is H, alkyl, alkenyl, alkynyl, wherein the substituents are 
independently halogen, alkyl, alkenyl, alkynyl, cycloalkyl, oxo, aryl, 
heteroaryl, heterocyclo, CN, nitro, ester, carboxylate, ether, thioether, 
sulfoxide, sulfonyl, acyl, amide; R3 is .H, alkyl, alkenyl, alkynyl, 
cycloalkyl, aryl, and heteroaryl; R4 is H or a hydroxy protecting group; 
R5 is H, alkyl, alkenyl, alkynyl, aryl, heteroaryl, heterocyclo, 
arylalkyl , arylalkenyl , arylalkynyl , heterocycloalkyl , heterocycloalkenyl , 
and heterocycloalkynyl, cycloalkyl, cycloalkenyl , alkoxyalkyl; L is absent 
or C(0); W is NH or 0; X and X', together with the carbon atom to which 
they are attached, form C=0, C=NRc, or C=N0Rc, wherein Rc is independently 
selected from H, alkyl, alkenyl and alkynyl; and Z is selected from C(O), 
C(0)-0, amide, and S02; R6 is aryl, heteroaryl, heterocyclyl , cycloalkyl, 
alkyl, alkenyl, alkynyl, wherein the substituents are selected from 
halogen, alkyl, alkenyl, alkynyl, cycloalkyl, oxo, alkoxyimino, aryl, 
heteroaryl, heterocyclo, CN, nitro, ester, carboxylate, ether, thioether, 
sulfoxide, sulfonyl, acyl, amide; were prepared as antibacterial agents, 
wherein the condition is selected from community-acquired pneumonia, upper 
and lower respiratory tract infections, skin and soft tissue infections, 
meningitis, hospital-acquired lung infections, and bone and joint 
infections. Thus, macrolide II was prepared and tested in vitro as 
antibacterial agent (MIC range from 0.03 to > 16 ng/mL) . The bacterium 
is selected from Staphylococcus aureus, Staphylococcus epidermidis, 
Streptococcus pneumoniae, Enterococcus spp. , Moraxella catarrhalis and H. 
influenzae. 
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6 , 11-Bicyclic erythromycin macrolides I, wherein A is OH, 0R1, Rl is 
hydroxy protecting group, aryl, heteroaryl, O-aryl, O-heteroaryl , H, 
halogen, alkyl, alkenyl, alkynyl, sulfonyl, amide, sulfonamide, amine; B 
is H, deuterium, halogen, OH, aryl, heteroaryl, 0R1; A and B together are 
0, acetal, thioacetal, acyl, alkene, oxime; X and Y are independently H, 
deuterium, 0R1, amine; X and Y together are CO, imine; L is Me, Et, 
CH(OH)Me, alkyl, alkenyl, alkynyl; W is amine; Z is H, OH, 0R1, alkoxy, 
ester, O-amide, sulfonyl, heterocycle, or pharmaceutically acceptable 
salts, esters, or prodrugs thereof which exhibit antibacterial properties. 
The present invention further relates to pharmaceutical compns. comprising 
the aforementioned compds. for administration to a subject in need of 
antibiotic treatment. The invention also relates to methods of treating a 
bacterial infection in a subject by administering a pharmaceutical composition 
comprising the compds. of the present invention. The invention further 
includes process by which to make the compds. of the present invention. 
Title compds. were tested for in vitro antibacterial activity by a 
micro-dilution method and demonstrated an MIC in the range from about 64 
ng/mL to about 0.03 ng/mL. According to the methods of treatment of 
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the present invention, bacterial infections are treated or prevented in a 
patient such as a human or other animals by administering to the patient a 
therapeutically effective amount of a compound of the invention, in such amts. 
and for such time as is necessary to achieve the desired result (no data) . 
Thus, I (A and B together with the carbon atom to which they are attached 
= C:CH2, X and Y together with the carbon atom to which they are attached 
= C:NAc, L = Et , W is NMe2 , Z = R = H) was prepared and tested as 
antibacterial agent. 

LI ANSWER 42 OF 55 CA COPYRIGHT 2 007 ACS on STN 
AN 139:381701 CA 

AB Antibacterial erythromycin derivs . I, wherein Rl is H, Ac, Bz, TMS, 
triethylsilyl;. R2 is -CH=CH-, -C.tplbond.C-; R3 is heterocycle, 
tetra-azolyl, furanyl, imidazolyl, iso-thiazolyl , isoxazolyl, naphthyl, 
1, 2, 3-oxadiazolyl, oxazolyl, Ph, pyrazinyl, pyrazolyl, pyridazinyl, 
pyrimidinyl, pyrrolyl, 1 , 3 , 4 -thiadiazolyl , thiazolyl, pyridyl (pyridinyl) , 
thienyl (thiophenyl) , 1 , 3 , 5 - triazinyl , 1 , 2 , 3 -triazolyl ; X is H, F, 
heterocycle; with improved pharmacokinetic profiles and salts, prodrugs, 
and salts of prodrugs thereof, processes for making the compds . and 
intermediates used in the processes, compns . containing the compds., and 
methods for prophylaxis and treatment of bacterial infections using the 
compds. are disclosed. Thus, (3aS, 4R, 7R, 9R, 10R, 11S, 13R, 15R, 15aR) -10- 
( ( (2S, 3R, 4S, 6R) -4- (dimethylamino) -3 -hydroxy- 6 -methyl tetrahydro-2H-py ran- 2 - 
yDoxy) -4 -ethyl-7-f luoro-3a, 7 , 9 , 11, 13, 15-hexamethyl-ll- ( ( (2E) -3- (5- (2- 
methyl-2H-tetrazol-5-yl) thien-2-yl) prop-2-enyl) oxy) octahydro-2H- 
oxacyclotetradecino [4 , 3-d] [1,3] oxazole-2 , 6 , 8 , 14 (1H, 7H, 9H) -tetrone was 
prepared and tested as antibacterial agent. The daily therapeutically 
effective amount of the compds. administered to a patient in single or 
divided doses range from about 0.1 to about 200 mg/kg body weight, preferably 
from about 0.25 to about 100 mg/kg body weight Compds. of this invention 
displayed antibacterial activity superior to the control, which control 
demonstrated no antibacterial activity. The pharmacokinetic profiles were 
evaluated using cassette dosing protocols in dog at a dose of 1 mg/kg. 
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Antibacterial tricyclic macrolide erythromycin derivs.. I, wherein Rl is H, 
Rll, C02R11, amide, alkyl; R2 is H, R12 ; R12 is hydroxy protecting group; 
one of R3 or R4 is H, the other is OH, OR12; 0R11, ester, OCONH2 , alkoxy; 
R3and R4 together are O, CH20; R5 is H, Rll, ester, amide; R6 and R10 are 
independently H, R13; R7 is O, =N0H, oxime one of R8 and R9 is H, and the 
other is OH, alkoxy; R8 and R9 together are 0; R11-R13 are independently 
alkyl, (CH2) alkenyl, (CH2 ) alkynyl , cycloalkyl, halo, aryl , heteroaryl, and 
heterocyclyl; and salts, prodrugs, and salts of prodrugs thereof, 
processes for making the compds. and intermediates used in the processes, 
compns. containing the compds., and methods for prophylaxis or treatment of 
bacterial infections using the compds. are disclosed. Thus, 
(2aR, 4aS, 6R, 8S, 9R, 10R, 12R, 15R, 15aS, 15bS) - 15 -ethyl-12 -f luoro-8 -methoxy- 
3,4a, 6, 8, 10, 12 , 15a-hepta-methyl -2 , 5 , 11, 13 -tetraoxohexadecahydro-2H-l, 14- 
dioxa-3 -azacyclotetradeca (1 , 2 , 3 -cd) pentalen-9-yl-3 , 4 , 6 -trideoxy-3- 
(dimethylamino) -p-D-xylo-hexopyranoside was prepared and tested in 
vitro as antibacterial agent. The ability of the compds. to inhibit 
bacterial growth in vitro was superior to the control and in the range of 
about 0.5 jxg/mL to greater than about 12 8 ng/mL. 
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6 , ll-3C-bicyclic 9a-azalide erythromycin derivs. I were prepared, wherein A 
is OH, alkoxy, aryl, heteroaryl, H, halogen, alkyl, alkynyl, alkenyl, 
sulfonyl, amide, amine, sulfonamide ;" B is H, deuterium, halogen, OH, aryl, 
heteroaryl, CO, ester, thioester, oxime, imine; L is Me, Et, CH(OH)Me, 
alkyl, alkynyl, alkenyl,; D is substituted amine; X is H; Y is H, OH, 
alkoxy, ester, amide, sulfonyl; X and Y together are oxo; Z is H, Me, 
halogen; R2 is H, hydroxy protecting group, which exhibit antibacterial 
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properties. The present invention further relates to pharmaceutical 
compns. comprising the aforementioned compds . for administration to a 
subject in need of antibiotic treatment. The invention also relates to 
methods of treating a bacterial infection in a subject by administering a 
pharmaceutical composition comprising the compds. of the present invention. 
Thus, I (AB = :CH2, D = NHMe, X = Z = H, Y = OH, L = Et, R2 = Ac) was 
prepared and tested in vitro as antibacterial agent (MIC = 0.03 ng/mL) . 
The total daily dose of the compds. of this invention administered to a 
human or other animal in single or in divided doses can be in amts., for 
example, from 0.01 to 50 mg/kg body weight or more usually from 0.1 to 25 
m 9/kg body weight The compds. of the invention generally demonstrated an MIC 
in the range from about 64 jag/mL to about 0.03 jig/mL. 
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AB Antibacterial erythromycin 9-oxime macrolides I, wherein XI is H, F; Rl is 
alkyl, - (CH2) alkenyl, - (CH2) alkynyl , R2 is hydrogen, alkyl, - (CH2) alkenyl , 
- (CH2) alkynyl, R3 is hydrogen or R, in which R is a hydroxyl protecting 
moiety; one of R4 and R5 is hydrogen and the other is -OH; or R4 and R5 
together are =0; and salts, prodrugs, and salts of prodrugs thereof, 
processes for making the compds. and intermediates used in the processes, 
compns. containing the compds., and methods for prophylaxis or treatment of 
bacterial infections using the compds. are disclosed. Thus, I [Rl = 
3- (quinolin-3-yl)prop-2-ynyl; R2 = methyl; R3 = hydrogen; R4 and R5 taken 
together are = O; and X = fluoro] was prepared and tested in vitro as 
antibacterial agent. Compds. of this invention displayed in vitro 
antibacterial activity in the range of about 0.008 ng/mL to greater 
than about 12 8 ng/mL. 
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AB Antibacterial compds. having formula I and formula II, wherein Rl is H, 

OH, ether, O-amide, 0-ester; R2 is H, hydroxyl protecting group, R3 and R4 
are independently H, OH, ether, 0-ester, NH2 , -amine, O-amide, 0-ester; 
R3R4 are together O, oxime; R5 and R6 are independently H, OH, ether, 
0-ester, NH2 , amine, O-amide,; R5R6 are together O; R7 and R8 are 
independently OH, ether, ester, 0-ester, O-amide, ether; R7R8 are together 
0X1 is H, F, CI, Br; and salts, prodrugs, and salts of prodrugs thereof, 
processes for making the compds. and intermediates employed in the 
processes, compns. containing the compds., and methods for prophylaxis or 
treatment of bacterial infections in a fish or a mammal using the compds. 
are disclosed. Thus, I [Rl = OH, R2 = R3 = R6 = R7 = H, R4 = NH2 , R6 = 
(2-aminoethyl)NH(0)C0] was prepared and tested in vitro as antibacterial 
agent . 
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AB Antibacterial compds. having formula I and formula II, wherein one of A 

and B is CH2 and the other is NR8 ; Rl is H, alkyl; R1R8 is CH2 , CO; R2 is 
H, hydroxy protecting group; R3 is H and R4 is OH, alkoxy, 0-ester, 
0C0NH2, O-amide, ether; R3R4 is 0; R5 is H, alkyl, alkenyl, alkynyl, 
cycloalkyl, aryl, heteroaryl, heterocycle, NH2, substituted amine, ester, 
amide; one of R6 and R7 is H and the other is OH, ether, ester, O-ester, 
O-amide; R6R7 together are O, CH20; R8 is H, ester, amide, XI is H, F; and 
salts, prodrugs, and salts of prodrugs thereof, processes for making the 
compds. and intermediates used in the processes, compns. containing the 
compds., and methods for prophylaxis or treatment of bacterial infections 
using the compds. are disclosed. Thus, (2R, 3S, 5S , 8R, 10S , 11R, 12S, 13S , 14R) - 
2 -ethyl -3, 10 -dihydroxy-3 , 5, 8, 10, 12, 14 -hexamethyl-15-oxo-ll- ((3,4,6- 
trideoxy-3- (dimethylamino) -p-D-xylo-hexopyranosyl) oxy) -l-oxa-6- 
azacyclopentadecan-13-yl-2 , 6-dideoxy-3-C-methyl-3-0-methyl-a-L-ribo- 
hexopyranoside was prepared and. Compds. of this invention displayed in 
vitro antibacterial activity in the range of about 0.03 jag/mL to 
greater than about 128 ^g/rnL . It is meant to be understood that 



certain metabolites of compds . of this invention, which metabolites are 
produced by in vitro or in vivo metabolic processes, would also be useful 
as antibacterials . 
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AB Antibacterial erythromycin derivs . I, wherein Rl is H, Ac, Bz, TMS, 
triethylsilyl; R2 is -CH=CH-, -C.tplbond.C-; R3 is heterocycle, 
tetra-azolyl, furanyl, imidazolyl, iso-thiazolyl, isoxazolyl, naphthyl, 
1, 2, 3-oxadiazolyl, oxazolyl, Ph, pyrazinyl, pyrazolyl, pyridazinyl, 
pyrimidinyl , pyrrolyl , 1,3,4- thiadiazolyl , thiazolyl , pyridyl (pyridinyl ) , 
thienyl (thiophenyl) , 1 , 3 , 5-triazinyl , 1 , 2 , 3 -triazolyl / X is H, F, 
heterocycle; with improved pharmacokinetic profiles and salts, prodrugs, 
and salts of prodrugs thereof, processes for making the compds. and 
intermediates used in the processes, compns . containing the compds., and 
methods for prophylaxis and treatment of bacterial infections using the 
compds. are disclosed. Thus, (3aS, 4R, 7R, 9R, 10R, 11S, 13R, 15R, 15aR) -10- 
( ( (2S, 3R,4S, 6R) -4- (dimethylamino) -3 -hydroxy-6 -methyl tetrahydro- 2H-pyran- 2- 
yl) oxy) -4-ethyl-7-f luoro-3a, 7, 9, 11, 13, 15-hexamethyl- 11- ( ( (2E) -3- (5- (2- 
methyl-2H-tetrazol-5-yl) thien-2 -yl) prop-2 -enyl) oxy) octahydro-2H- 
oxacyclotetradecino [4, 3-d] [1, 3] oxazole-2 , 6 , 8 , 14 ( 1H, 7H, 9H) -tetrone was 
prepared and tested as antibacterial agent. The daily therapeutically 
effective amount of the compds. administered to a patient in single or 
divided doses range from about 0 . 1 to about 200 mg/kg body weight, preferably 
from about 0.25 to about 100 mg/kg body weight Compds. of this invention 
displayed antibacterial activity superior to the control, which control 
demonstrated no antibacterial activity. The pharmacokinetic profiles were 
evaluated using cassette dosing protocols in dog at a dose of 1 mg/kg. 
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AB There are described novel 5-0-mycaminosyltylonide (OMT) analogs I, wherein 
A and B are independently CHO, CN, CH:N-OR5, CH:CHNR5R6; R is H, hydroxy 
protecting group; Rl and R2 are independently H, OH, protected OH, 
alkyloxycarbonyl, 0R5, halogen, NR5R6 ; R1R2 together are 0; R3 is H, 
hydroxy protecting group, acyl, alkyl, alkenyl, alkynyl; R4 is M-Y, 
wherein M is CO, amide, alkyl -NR5, alkenyl -NR5, alkynyl -NR5; Y is H, 
alkyl, alkenyl, alkynyl, aryl, heterocycle; R5 and R6 are independently H, 
alkyl, alkenyl, alkynyl; R5R6 are 0, NH, S, SO, S02 , N-alkyl, N-aryl, 
heteroaryl; possessing increased antibacterial activity toward Gram pos . 
and Gram neg. bacteria as well as macrolide resistant Gram positives and 
pharmaceutically acceptable compns. comprising a therapeutically effective 
amount of a compound of the invention in combination with a pharmaceutically 
acceptable carrier. Also described are a method for treating bacterial 
infections by administering to a patient a pharmaceutical composition 

containing a 

therapeutically-ef fective amount of a compound of the invention, and processes 
for the preparation of such compds. Thus, I (A = CHO, B = CH2-NH2Me2, Rl and 
R2 taken together are = 0, R = R3 = R4 = H) was prepared and tested as 
antibacterial agent. Also described are a method for treating bacterial 
infections by administering to an animal a pharmaceutical composition 
containing a 

therapeutically-ef fective amount of a compound of the invention, and processes 
for the preparation of such compds. Minimal Inhibitory Concentration (MIC) 
was determined 

in 96 well jaL plates utilizing the appropriate Mueller Hilnton Broth 
medium (CAMHB) for the observed bacterial isolates. In general, treatment 
regimens according to the present invention comprise administration to a 
patient in need of such treatment from about 10 mg to about 1000 mg of the 
compound (s) of the compds. of the present invention per day in single or 
multiple doses. The compds. of the invention generally demonstrated an 
MIC in the range from about 64 ug/mL to about 0.03 ug/mL. 
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AB There are described novel 5-0-mycaminosyltylonide (OMT) analogs I, wherein 
A is CHO, CN, CH:N-OR6, CH:CHNR6R7; R is H, hydroxy protecting group; Rl 
and R2 are independently H, OH, protected OH, alkyloxycarbonyl , 0R6, 
halogen, NR6R7; R1R2 together are 0; R3 is H, hydroxy protecting group, 
acyl, alkyl, alkenyl, alkynyl; R4 and R5 are independently M-Y, wherein M 
is CO, amide, alkyl-NR6, alkemyl-NR6 , alkynyl-NR6 ; Y is H, alkyl, alkenyl, 
alkynyl, aryl, heterocycle; R6 and R7 are independently H, alkyl, alkenyl, 
alkynyl; R6R7 are 0, NH, S, SO, S02 , N-alkyl, N-aryl, heteroaryl; 
possessing increased antibacterial activity toward Gram pos . and Gram neg. 
bacteria as well as macrolide resistant Gram positives and 

pharmaceutically acceptable compns . comprising a therapeutically effective 
amount of a compound of the invention in combination with a pharmaceutically 
acceptable carrier. Also described are a method for treating bacterial 
infections by administering to a patient a pharmaceutical composition 
containing a 

therapeutically-ef f ective amount of a compound of the invention, and processes 
for the preparation of such compds . Thus, I (A = -CHO, Rl and R2 taken 
together are =0, R = R3 = R4 = H, R5 = 4 -quinoline-carboxyl) was prepared 
and tested as antibacterial agent. Compds. were tested for in vitro 
antibacterial activity by a micro-dilution method. Minimal Inhibitory 
Concentration 

(MIC) was determined in 96 well ^iL plates utilizing the appropriate Mueller 
Hilnton Broth medium (CAMHB) for the observed bacterial isolates. The 
compds. of the invention generally demonstrated an MIC in the range from 
about 64 |xg/mL to about 0.03 jag/mL. In general, treatment regimens 
according to the present invention comprise administration to a patient in 
need of such treatment from about 10 mg to about 1000 mg of the compound (s) 
of the compds. of the present invention per day in single or multiple 
doses. 
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AB The invention discloses the use of 5-substituted nucleosides and/or 

prodrugs thereof together with at least one active substance in order to 
produce a medicament or combination preparation used in the resistance -free 
treatment of infectious diseases caused by bacteria or protozoa. 
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AB This invention provides methods and systems to identify enzymes that act 
as enzyme-catalyzed therapeutic activators and the enzymes identified by 
these methods. Also provided by this invention are compds. activated by 
the enzymes as well as compns. containing these compds. 
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AB Coumarin derivs . , such as I [X = CH, CH2 , NH, O, S; Y = H, O; Rl = H, 
alkyl, NH2, aminoalkyl, OR5; R2-R4 = H, OH, alkoxy, OR5; R3R4 = 5 or 6 
membered heterocyclic ring; R5 = C5-20 alkyl, C5-20 alkenyl, C5-20 
alkylene (C3-6 cycloalkyl) , C5-20 alkenylene (C3 -6cycloalkyl) , C5-20 
alkylene (heterocycle) and C5-20 alkenylene (heterocycle) , where heterocycle 
represents a 3 to 5 membered heterocyclic ring containing at least one oxygen 
heteroatom and where said cycloalkyl or heterocycle can be substituted 
with one or more CI -4 alkyl; dashed line = single bond or double bond] , a 
pharmaceutically acceptable salt or prodrug thereof, were either 
isolated from grapefruit oil or prepared as P-glycoprotein inhibiting 
compds. for lowering the resistance of target cells to selected 
therapeutic agents. The coumarin derivs. were tested as P-glycoprotein 
inhibitors for enhancing the antimicrobial and antitumor activities of 
other antimicrobial and cytotoxic agents. Thus, coumarin derivative II 
isolated from grapefruit oil combined with ethidium bromide showed 
susceptibility (MIC) of methicillin sensitive staphylococcus aureus (MSSA) 
at a concentration of 3 0ng/mL. The P-glycoprotein inhibitory activity for II 



(20^g/mL) in MCF-7/ADR cells was compared with verapamil (40ng/mL) . 
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AN 133:115890 CA 

AB The invention relates to a process for the selection from a gene library 
of a gene encoding an enzyme that is capable of catalyzing the conversion 
of a prodrug to its active drug form. The method comprises 
contacting a library of lysogenic bacteria with a prodrug that 
causes activation of bacterial RecA when converted to its active drug 
form. Activation of RecA causes lysis of the bacteria, so allowing separation 
of bacteriophage particles released into the medium, and their subsequent 
genot'ypic anal, to isolate nucleic acid mols. in the library that encode a 
desired prodrug -activating enzyme. 

LI ANSWER 55 OF 55 CA COPYRIGHT 2007 ACS on STN 
AN 125:104145 CA 

AB A new model for the evaluation of antifungal compds . against oropharyngeal 
and gastrointestinal mucosal colonization by Candida albicans was 
developed. To simulate the immune deficiency observed in AIDS patients, mice 
were depleted of CD4+ T lymphocytes by the injection of either GK1.5 
hybridoma cells or purified anti-CD4+ monoclonal antibody derived from 
GK1.5 hybridoma cells in tissue culture. Fluorescence-activated cell 
sorter anal, of splenic lymphocytes confirmed the elimination of the CD4+ 
T-cell population. Gentamicin, a broad-spectrum, non-absorbable 
aminoglycoside antibiotic, was given via the drinking water to 
reduce the normal gastrointestinal microflora, allowing less competition 
for colonization of the gastrointestinal tract by the C. albicans 
isolates. Mice were challenged by gavage and swabbing their oral mucosa 
with a pure culture of C. albicans. Gentamicin was withdrawn 3 days 
post-challenge, and antifungal compds. were administered via the drinking 
water ad libitum at concns . ranging from 25-400 ng/mL. L-693989, a 
water-soluble phosphorylated cyclic lipopeptide prodrug of 

pneumocandin Bo, and L-733560, a semisynthetic derivative of pneumocandin Bo, 
are inhibitors of 1 , 3 -p-D-glucan synthesis that exhibit potent in 
vivo anti-Candida spp. and anti -Pneumocystis carinii activities. The 
efficacies of L-693989, L-733560, fluconazole, ketoconazole , and nystatin 
were evaluated in this new oropharyngeal and gastrointestinal model of 
mucosal colonization. L-693989, L-733560, fluconazole, and ketoconazole 
showed superior efficacies in reducing the nos. of C. albicans CFU per g 
of feces and the nos. of oral CFU relative to those in sham-treated 
controls in this model, while nystatin was moderately effective in 
reducing oral and fecal colonization by C. albicans in this model. 



